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Sir: 

L Laftfranco Caliegaro, 40 hcit^by dedssre the fo 

1 , Attached is a copy of my currimhm vitue . 

2. I am working as tihe Ghief Operating Officer of Fidia Farmaceutki, S.p,A, and I have worked 
in ?9je field of biomedical research and protein chemistrj' since 1976, 

3. I am an inventor in the above-refereneed patent appSication, and am familiar with the 
developraent and properties of hyaUironic acid derivatives and their uses, in particular to 
reducing norrpotrophic sca,rring. 

4, I have read and understand the subject matter of die Office Action of March 26, 2010, 
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5, The fbllowing expariititemal report^ aiid comments ofJered in support of the patetitaMHty 
of the mstam ijivert^oti. 

6, I have attached as Atta^;hment T the resylts of a study conducted to evaluate the effect of 
diflfemnt Hyahironic Acid fbrmulatioos on wound heal ing. During the time the Experiments 
were conducted by Dr. Navsaria, I wa^ the CEO and COO of Fidia Advanced Biopoiymers S.r.Lv 
(FaB): The report details experiments wliich were done with my kjtiowiedge and understandmg, 
under the immediate direction of Dr, Alessandra Pavesio^ (see page 2), The report details 
evidence as it was presented to me. I was actively mvolved in the design ajrifi in the diisctiSsiGn of 
resiil ts of th& experiments reported in the report, 

7, The following are my comrrienls on the report in the context of the cited prior art, U -S. Patent 
5,f>39323 (hereinafter Valentini)^ Davidson et aL, Glmical Materials (1991), and Dorigatti (WO 
94/17837). 

8, Experimental^ 

The report by Dr, Navsaria detaiis the method and results of an Experiment eompatihg the re- 
epitheiializatidn of wounds in a pig modeh 



The Groups were^ follows : 





MaterM AppSied to Wouisd 


Appikatloi? TiM€s 1 


1 Group 1 


Ilyalolili-r^^^ (75% beiijxyl esteriBed 

derivative of HA) 

ILaserskip autogmft (keratinocytes seeded 
onto a total benzyl ester of HA) 


Hyalof1ll-B'^'** applied once, on | 
the day of surgery | 
LasersMn applied 7 days after | 
surgery j 


1 Group 2 


HyaloHli-P^^ (75% benzyl esterifted 
deri vative of HA) 


Myalofiil^F^^ applied on day 0, 7, ] 
14, 21. and 28 | 


[ Group 3 


LstSi^rski ti laatograft (keratinocytes seeded 
onto a total benzyl ester of HA) 


Laserskia applied 7 days after | 
surgery 1 


1 Group 4 
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■the animals were giwn full thkkjtiess wounds and treated ss above on daj^ 0, All 4 groups vvere 
present on each animai. AnimaJs were anesthetized on days 7^ 14^ 21 , and 2S,: were treated^i: 
each wound was biopsied and photographed. 

The results were measured by an image ai^alysis o€ the photographs taken at each time paint 

These photographs and the compvner analysis led to a '"percent reepitheiialisatiarv' end-pomt. 
The pbotogniphs were also^ ^u^^ to assess the clmioai appearance of the wounds at each time 
poiniv 

The biopsy was either fixed and stained with Hematoxylin and eosin or Mailory triehromat^j or 
snap Irozen for imm analysis, 

9 . Rei^ults 

Apfst^ximateiy 70% of the wptincf is epitheiiallzed in both Grouj^s 1 and 2, both of which were 
the 75 % benzyl ester derivative of HA (Navsaria Report, page 8). In eontfast^ the group ti^ated 
on day 7 with th© graft of keratmoeytes seeded onto a 100% benzyl ester of HA had only 27% 
reepithelialisatioo. Dr. Navs^ria states that this result is sigmficant (p<0*0001); (Navsaria 
Rjeport^ pag^ 8) 

OiBfcal Appearance 

Dr. Navsaria itidicates that w^is more epidemial cover in wounds treated with Hyalofili 
(fig 3 A and 3C) as oornpared to group 3 (fig 3b)/' (Navsaria Report, page 8) Again, this 
demonstrates that the 75% benzyl ester derivative of HA pertbnTied better than the total benzyl 
ester of HA (seeded with keratinocytes). 
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Dn NavsariB indicates that the liyatofiJI generates better orgaiiiz^^d wound bed . . . as 
compared to granuIatioiT tissue aione'' at 1 week afler surgery. (Na^saria Report, page 9) In 
addition, Dr, Navsaria states ''[tjhe most striking feature is the strong angiogenic respoiiise 
present in the wouiids treated with Hvalofiil and the blood vessels are perpendiciilar to the 
sar&qe (direeted aiigiogenesisi/' (Navsaria Reparl, page 9), 

GompaHng the performance of the 75% benzyl ester of HA applied on day 0 (group 2) to the 
group treated with only the 100% beB2:y! ester of HA applfed on day 7 i^roup 3), Dr. Navsaria 
states "^"{tlM coilagen appears to be less mature compared with that in the Hyalotlll treated 
m>unds at €?quivaient time poims.'^ (Na^sana Report, page 9)- 

Similariy. comparing th^ performance of the 75% benzyl ester of HA applied oil day 0 whieh 
also had the 100% benzyl ester of HA appKed on day 7 (group 1) to the 75% b ester of HA 
applied on day 0 (grbiip 2), the addition of the 100% benzyl ester on day 7 did not appear to 
make a signifieant diffet-ence. ThuSj the addition of the 100% benzyl ester of HA does not 
significajltly incre^^ wound heaHng 

10. Comm&^tat^ <>u Results 

One of skiif in the art wouM expect that a ^to^ benjxyl ester of hyalurohie acid would be the be^t 
material for tissue ioiplant/fepair an^ wound healing because Campoccia teaches that a partial 
benzyl ester of hyaluronic acid produces side effects regarding cell proliferation, adhesion, and 
ceil iefSammation. Thus^ I consider evidence that the partial benzyl ester is better at wound- 
healing would be unexpected in light of the Gampoccia reference and the knowledge at the time^ 

rhis IS supported by the results shown in the Navsaria report, which as discussed above, direetiy 
compares til e total benzyl ester of hyaloronic acid to the 75% benzy ! ester of hyaluronic acid in a 
wound heaiing mGdei. In my opinion the results? demonstrate that the applioation of a 75% 
benzyl ester of IIA generates tmexpectedl y better wound epitheiiailsation, and demonstrate an 
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uii^^xpectedly sivong dimcted angiogenic response when campai^d to the 100% benzyl ester of 



111 my opiriion, these dii^ would have been onexpeoted at the time the ahove-refemiced 

application was filed. 

I hereby declare that all statements made herein of my own knowledge are true and that ail 
statemetit^ made on information and belief are beiieved to be tru*?; and fbrther that these 
^ta-tements were made with the knowledge that willfii! false statefnents and the like ^vO made ar^j 
piinishabie by fine or impris^onment, or both^ under Section 1001 of Title I S of the United States 
Code ajld that sueh willful false statements may Jeopardize the; valid Sty of the application or any- 
patent Issued thereon. 



HA. 



Dated: / / O 




pf! LanfrancD C|diegaro 



Attachments: CV 



Li St of Pub licati ons 

Navsari a Report (Attachm^^t 1) 

Camp^eeia 
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